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San ™ Oral Solution !
( Cygg;onne Oral Solution, USP) [Modxﬁed] 100 mg/mL

R only 7 @%m@gnn\\v{xa\\\\

WARN'N'G 3 of . therapy for the indicated disease shoukd . ‘ )

mbc Smngaﬁ' (Cyc]osponnc Onal Solumn"gvSP) [Mcd:ﬁed) At dusu u.wd 1 solid organ xnnsph:;l;uon only ! L )
d in the shou ’ o )

S-ngC ™ should be mmlged m facilives eqmpved and sufled with sdequate laboratory and R . R .

o P‘mu Toceiving (b dmg therapy should have compiete information >

mqmmc for the follow-up of the pnuem

ib ioni and the devel of
SangCya™, a systemic IMMUNOSUPPTCSIANL, MaY ifCrease lhc ity to i
hean transplant patients SlngCVl mxy be .dmmmen:d with other immunosuppressive agents.
ln oy hv:r -nd o ' m:iu:c pousibie i of ) and other i may result from the

increase in the degree'or in patients.

§ Soiution, USP {Modified) has b ilability tn 10 Cych Oral Sol
ESP C N Oral Sol (USP {Modified) and Cyck ine Oral Solution, USP are not bioequivaient and
cannc')t be us;d iy without physi supervision. For & given wough concentration, cyciosponne exposure
will be greater with Cy se Oral Solution, USP (" dified) than with Cyclosporine Oral Soluuon, USP 1f a patient
who is receiving exeepuom!ly high doges of Cychsporine Oral Solution, USP is converted to SangCya™ (Cyclosporine
Orat Soluuon USP) [ Modified ], particular caution should be C biood shouid be

d in and rh id anhritus patients taking Sannga to avoid toxicity due 1o high concentrations.
Dosc adjustments should be mlde in transplant pxu:nls to minimize possible organ reyecnon duc lu low concentrabops.
ison of blood in the published with blood d using current assays

must be done with detailed knowledge of the assay methods empioved.

R B For Psoriasis Patieats (See also Baxed WARNINGS above)

- LT S . e - Psoriasis paticats previously treated with PUVA and to : lessei cxl:nl‘ methotrexaiz ?r olh:r immuncsuppressive agen s, RS
a Lo B . : UVB, coal tar, or radiation therapy, are at an d risk of o ping skin when taking SangCya” o :
T e s (Cyelosporine Oral Solution, USP) [ Modified . ; :
' SRS : . v Cyel ine, the active ingredient in SangC\ﬂ /16 recommended dosages, can cause systemic hypertension and T B
N ) . : toxici . The risk 1 vnlh dose and d oh. i ine therapy. Renal dysfunciion, including . .
) - ’ ST structural kidney damage, is 3 p i of cyclosp and therefore, renal function must be monitored

during therapy.

) . i N . DESCRIPTION SangC\a"'N {Cyclosporine Oral Solution, USP) | Madified) is an oral formulation of cyclosporine that

ly forms a in an agueous environment, > '_ 3 T
. NOTE: The ‘ “C Sotution for Mi ion” has been changed throughout the insen to read Lo ’ :
. . “Cyck ine Oral Soluti USP(“ dified)”. ‘
’ Cyclosporine, the active principle in SangCya™, is s eyclic pol id agent isting of 11 amino s N
acids. It is produccd as a metabolite by the fungus species Cordyceps militaris. )
Chemicall is o as {R-{R*, R*-(E)])-cyclic-(L-aianyl-D-alanvl-N-methyl-L-leucyl=N.methvl-L-leveyl- '

N-methyi- L-valyl 3 hydroxy-N.4-dimethyl-L-2-amino--octenoyl-L ~a-amino-butyry- N-me(hylglycvl -N-methyl-L-leucyi-L-
: valyl-N-methyl-L-leucyl). )
: SangCya™{Crelosporine Oral Solution, USP) [Modified] is svailablé in 50 mL bortes. ' - .
Each mL contains: . .
cyclosporine. USP ... ..... S AT [T R S 100 mg/mL : . \

/ : alcohol, USP dehydrated 5% vol/vol (8.4% wi/vol) .
,"‘ : ! ' y ) L Inactive Ingredients: propylene glycol USP, polysorbate 80 NF

/ : y ) . : The structural formula of cyclosporine {also known as eyclosporing ‘A) is:
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. . . CLINICAL PHARMACOLOGY: Cycl ine is'a rotent agent that in animals prolongs survival of ali i i invalvi s . o
N B . . K - skin, kidney. liver. hean. pancreas, bone marrow, smali i in¢, and Iung C has been d [ some hi md Coe o
| . , . o a greater extent, cell d such as allograft delayed b itivity, experimenial aliergic encephalomyelitis, Prcund s : o
. adjuvant arthrius, and graft vs. host disease in many animal species for a vaniety of organs, t
The effectiveness of cyclosporine results from specific and ible inhibition of i Iy vies in the Gyoand G,-phase of the cell eycle. .; )
X . T-lymphocytes are preferentially inhibited. The T helpcr cell is lhe main target, although the T-lnpprnsor cell may also be luppveucd Cyclosponnc aiso L
T . inhibits lymphokine prod: and release | [
' No effects on paagocytic function (changes in enzyme i h i¢ migration of g i h igration, carbon cl in vivo) o
have been detected in animals. Cyciosporine does not cause bone marow suppression in animal modcls or mm
1N AR DI
Pk i The i pressive activity of cyclosporine is primanly due to pmnl drug. Following oral administration, -bmrpnon of c R B
. Cyclosponine is incompiete. The extent of aby P of cyck in¢ is dependent on the individ i patient, the paticnt popul and the . i ’
Elimination of cyclosporine is primarily biliary with only 6% of lhz dose (parent drug and metabolites) excreted i in unne. The duposmon of cyclosponne R . .
from bilood is g ity biph with a inal half-life of y 8.4 hours (range 5 to 18 hours). Fol ation, the blood i

clearance of cycloaponnc {assay: HPLC) is approximately St07 mL/mm/kg in adult recipients of renal or liver luognlm Blood cyclosporine clearance
appears to be lightly slower in cardiac ranspiant patients.

. The relati p between admi d dose and (direa under the concentration versus time cutve, AUC) is linear within the therapeutic dose
’ range. Thc mlcnub)cc! vuubnhty (total, HCV) of cyclosporine exposurc (AUC) when Cyclosporine (Modified) or Cyclosporine {Non-Modificd) is it
N d ranges front: app 20% to 50% in renal transplant patients. This intersubject variability contributes 10 the need for individualization . N

of the dosing regimen for optimat therapy. (See DOSAGE AND ADMINISTRATION) Intrasubject variability of AUC in renal transpiant recipients '
(%BCV) was 9% to 21% for Cyclosporine (Modified) and 19% to 26% for Cyclosporine (Non-Modified). In the same studics, intrasubject variability of
trough concentrations (%CV) was 17% to 30% for Cyclosporine (Modified) and 16% to 38% for Cyclosporine (Non-Modified).

Ahomm Cyckxponnc (Modified) has i d bioavailability p to Cyclosporine ' (Non-Modified). The absolute bioavailability of = B o B
as Cycl {Non-Modified) is d dent on the paliem populnion uumncd to be lus than 10% in liver tramphnt o . S
Jaticnts and as great as 89% in some rcnnl transplani patients. The absolute b ik y of d as Cycl (Modified) has 3
not been determined in adults, In stodies of renal transpiant, rheumatoid arthritis and wonnu pmenu the mean cyclosporine AUC was approximately o
20% to S0% greater and the peak blood cyclosponnc concentration (Cg,,) was approximatcly 40% 10 106% greater folkwmg administration of ’,‘
Cyclosporine (Modified) pared 10 followi of Cyclosp (Non-Modified). The dose normatized AUC in de novo liver transplant }
patients administered Cyclosporine (Modificd ) 2H days after transplantation was 50% greater and Co,, was 90% greater than in those pauenu ndmmulend
closporine (Non-Modified). AUC and C.,, 8re also increased [Cyclosporine (Modified) refative 1o Cycl (Non-Modified) ) in
pauients, bul data are very limited, Although the AUC and C,,, values are higher on Cyclosporine (Modified) relative 10 Cyclosporine (Non -Modified), poas .
the pre-dose trough concentrations (dosc-normalized) are nmnlu for the two formulations. : 3

Following oral administration of Cvclosponne (Modn':ed) the time to pexk bicod cyclosporine enncenmnons {Taw) fanged from 1.5 to 2 hours. The . '
administration of food with Cyc (M. 3) d the p AUC and C_,,: A high fat meal (669 kcal, 45 grams fat) consumed = ° :

. within one-half hour before Cych ine (Modified) ad ion d $ the AUbe]J%lndC by 33%. The effects of a low fat meal {667 keal,
15 grams fat) were similar.

The efiect of T-tube diversion of bilé on the absorption of cyclosporine from Cyclosporine (Modified) was investigated in eleven de novo liver 'mxsplam
patients. When the patient; were administered Cyclosporne ( Modified) with and withaut Tetihe divercinn af bils ver lisne 45 mnoe S ahesome




t
b
.

Patient Dese/! s c ’ cr (L min/
v weight AU -y - T L/ i
Pepuistion (-u‘:f (mg/ke/d) (ugehr/ml) (wg/ml) (ng/wml) (ml/min) kg)
De novo renal 597+174 795+281 772+ 2089 1802 + 428 3L+ 129 593+ 204 78229
transplant’
Week 4 (N=37)
Stabie renal 344112 410+ 1.58 60352194 1333 4065 2512116 492+ 140 5921
t* .
{N=55)
De novo liver 458 + 190 6891368 . T187x2816 15552740 268+ 101 ST M9 86257
transpiant’ .
Week 4 (N=18)
De novo 182+ 55.6 2372036 2641 877 728 £263 9%.42177 6132196 83+28
rheumatoid
anthritis®
(N=23) A
De novo 189+ 69.8 248 £0.65 2324+ 1048 655+ 186 7492467 723+ 186 10.2239

Ppaorinsis
Week 4 (N=18)

VTotal daily dose was divided inlo two doscs administered every 12 bours

2 AUC was measured over one dosing interval

3 Trough concentration was measared just prior 1o the moming Cyclosporine (Modified) dose, approximately 12 hours sfier the previous dose
* Assay: TDx specific jonal fi polan
3 Assay: Cyclo-trac specific monocional radioimmunoassay
© Assay: INCSTAR specific monocional radicimmunoassay

Cyclporine is distributed largely outside the blood voiume. The steady state volume of distribution during intravenous dosing has been
reported as 3 to 5 L/kg in solid organ i 1pi In biood. the distribution is i pendent. Approxi ly 33% 10 47% is in plasma. .
4% to 9% in lymphocytes, 5% to 12% in granulocytes, and 41% 10 58% in ervthrocytes. At high concentrations. the binding capacity of leukocytes and e
erythrocytes becomes saturated. I plasma, approximately 90% is bound to proteins, primanily hipop ins. C P is d in human milk. (See b~
PRECAUTIONS. Nursing Mothers)

-y

Metnbaii o porine is extensively bolized by the cytoch PAS0 111-A enzyme system in the liver, and to'a lesser degree in the
gastrointestinal tract, and the kidney. The metabolism of cyciosporine can be altered by the co-administration of a variety of agents. (See PRECALT) JONS.
Drug Interactions) Al least 25 metabolites have been identified from human bile, feces, blood, and urinc. The biological activity of the metabolites and
their contributions 10 loxicity are considerably Jess than those of the parent pound. The major bolites (M1, M9, and M4N) result from oxidation
at the 1-betz, 9-g and 4-N-d hylated posits pectively. At sieady state liowing the oral i jon of Cy porine { Non-Modified),
the mean AUCs for blood concentrations of M1. M9, and MAN are sbout 70%, 21%. and 7.5% of the AUC for blood cyclosponine concentrations,
respectively. Based on blood concentration data from stabie renal transplant patients | 13 patients administered Cvclosporine (Modified) and Cvclosponine
(Non-Modificd) in a crossover study). and bile concentration data from de movo liver iant patients |4 d Cyclospori Aodified):
3 administered Cyclosporine {Non-Modified) ], the percentage of dose present as M1, M9, and M4N metabolites is similar when either Cyclosporine. |
(Modified) or Cyclosporine (Non-Modified) is administered. [N

Exeretion: Only 0.1% of a cvelosporine dose is d unch d in the vrine. Eb jon is primarily biliary with only 6% of the dose {parent drug and
metabolites) excreted in the urine. Neither dialysis nor renal failure alter losp ) igni Iy, N o
Druy Iuternctions: (See PRECAUTIONS, Drug Inieractions) When diclof or was i d with cvclosporine in rh id -
arthritis patients, the AUC of diclofe and each was significanly i 4 {See PRECAUTIONS. Drug interactions) No clinically

gnifi phar kipetic i occurmed between cyclosporine and aspirin, ketop piroxi or ind h {
Special P h Pediatric Popuiation: P Minetic data from pediatric patients ini d Cyclosporire (Modified) or Cyclgaporine (Non-
Modified) are very limited. In 15 renal transplant paticnts aged 3 1o 16 years, ¢y p whole blood after IV ini of Cy P

was 10.6 = 3.7 mL./min/kg (assay: Cyclo-trac specific R1A). In a study of 7 renal transplant patients aged 2 to 16, the cyclosporine clearance ranged {rom
9.8 1o 15.5 mL/min/kg. In 9 liver transplant patients aged 0.6 10 5.6 years, cicarance wis 9.34 5.4 mL./min/kg (assay: HPLC).

In the pediatric population; Cyclosporine { Modihied) also an i d bioavailability as pared to Cyclospori (Non-Modified). In
7 liver de movo transplant patients aged 1.4 10 10 years, the absolute bioavailability of Cyclosporine (Modificd) was 43% (range 30% 10-68%) and for -
Cyclosporine (Non-Modified) in the same individ baolute bi ilability was 28% (range 17% to 42%). "

Pediatric Pharmscokinetic Parameters (meant SD)

Dose/dsy  Dose/weight - AUC’ Cmax CL/F CL/F ERNE

Patieut Population (mg/d) (mp/kg/4) (ag hr/ml) (ag/mL) (mL/win) (ml/min/kg) L R

Stable liver m.ns_Fhm’ k .

Age 2-8, Doscd TID (N=9) 101 £25 595+1.32 2163+ 801 6291219 285+94 16.614.3 -

Age 8-15, Dosed BID (N=8) 188255 4961209 4272 % 1462 975+281 3B+ 80 10.2+4.0 U

Stable liver transplant’ -

Age 3, Dosed BID (N=1) 120 833 5832 1050 m 119

Agt 8-15, Dosed BID (N=$) 158+55 5511191 44522475 10132635 328%121 11.0£19

Stable renal transplant’

Age 7-15, Dosed BID (N=5) 328483 1.37+4.11 4972+ 1988 1827 £ 487 418+143 87229

'AUC was measured over one dosing interval
2Assay: Cyclo-trac specific lonal radiol
3Assay: TDx specific lonal polurization i y

Geriatric Pepulation: Coinparison of single dose dita from both normal elderly volunteers (N=18, mean age 69 years) and ciderly rheumuioid arthritis
patients (Nw=16, mean age 68 years) to single dosc data in young volunteers {N=16. mean age 26 years) showed no significant difference in the
pharmacolinetic parameters.

Climical Trials: Ri id itis: The effect of Cyclasponne (Non-Modified) und Cyclosporine (Madified) in the treatment of severe
rheumatoid arthritis was evaluated in $ clinical studies involving & total of 728 cyclosporine treated patients and 273 placebo treated patients.

A summary of the results is p d for the ponder” rates per group, with a responder being defined as a patient having complered the trial
with a 20% improvement in the tender and the swollen joint count and a 20% improvement in 2 of 4 of investigator global, patient global, disability. and
erythrocyte sedimentation rates (ESR) for the Studies 651 and 652 and 3 of 5 of investigator global, patient global, disability, visual analog pain, and ESR
for Studies 2008, 654 and 302.

Study 65] enrolled 264 patients with active theumatoid arthritis with ai least 20 involved joints, who had failed at least one major RA drug, using a 3:3:2
ization to one of the ing three groups: (1) cyclosporine dosed at 2.5 to 5 mg/kg/day, (2) methotrexate at 7.5 to 15 mg/week, or (3) placebo.
Treatrent duration was 24 weeks. The mean cyclosporine dose at the last visit was 3.] mg/kg/day. See following Graph.

Study 652 enrolled 250 patients with active RA with 6 active painful or tender joints who had failed at least one major RA drug. Patients were
ized using & 3:3:2 ization to ) of 3 arms: (1) 1.5 to 5 mg/kg/day of cyclasporine, (2) 2.5 to 5 mg/kg/day of cyclosporine, and
(3) piacebo, Trearment duration was 16 wecks, The mean cyclosporine dose for group 2 at the last visit was 2,92 mg/kg/day. Sec following Graph.

Study 2008 enrolled 144 paticnts with active RA and >6 sctive joints who bad unsuccessful treatment courses of aspirin and gold or Penicillamine,
Patients werc ized to groups (1) porine 2.5 10 5 mg/kg/day with adjustments afier the first month to achicve a target trough
level and (2) placebo. Treatment duration was 24 weeks. The mean cyclosporine dosc at the last visit was 3.63 mg/kg/day. See following Graph,

Study 654 enrolled 143 patients who remained with active joint counta of 6 or more despite with imally tol d meth doses for st
Jeast three months. Paticnts continued to take their current dose of h and were ized to receive, in addition, one of the following
medications: (1) tyclosporine 2.5 mg/kg/dey with dose increases of 0.5 mg/kg/day at weeks 2 and 4 if there was no evidence of toxicity and further
increases of 0.5 mg/kg/day al weeks 8 and 16 if & < 30% decresse in sétive joint count occurred without any significant toxicity, dosc decreases could be
madc at any time for toxicity or (2) placebo. “Freatment duration was 24 weeks. The mean cyclosporine dosc at the last visit was 2.8 mg/kg/day {range:
1.3 10 4.1). Sec following Graph.

Study 302 enrolied 299 patients with severe sctive RA. 99% of whom were unrésponsive of intolerant 10 st least onc prior major RA drug. Patients were

ized to ) of groups (1) Cyclosporine (Modified) and (2) cyclosporine, both of which were started at 2.5 mg/kg/day and increasad
after 4 weeks for incfficacy in increments of 0.5 mg/kg/day to a maximum of 5 mg/kg/day and decreased at any time for toxicity. Treatment duration was
24 weeks. The mean cyclosporine dose st the Last vixit was 2.91 tmg/kg/day (range: 0.7210 5.17) for Cyclosporine (Modified) and 3.27 mg/kg/day (range:
0.73 to 5.68) for cyclasponne. See following Graph.
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! Cyclosporine (Modified) I3
INDICATIONS AND USAGE: Kidwey, Liver, snd Heart Transplantation: SmpCva"‘ (Cvclnsnonne Oral Soluvion. USP) [Modified ] is indicated for i Ty
the pmphyla:us of organ rejecuion in kadney. Iwcr. and hear alk p Oral Solutton, USP {Modined) has been uvsed LIS
with and cor ‘ .
" Rhewmatoid Arthritis: SangCya™ (Cvckysponnc OraI Solunon USP) [ Modnhed) is mdu:alcd for the treatiment of patients with severe active, rhcumllold !
. . . . arthritis where the disease has not ad d to SangCya™ can be used in with h n th T
- ~a : B - a0 ' y arthritis patients who do not respond adcqullely to methotrexate alone.

Psorissis: Sznnga"‘ ({Cyclosporine Oral Sol USP) [ Modificd} is indicated for the treatment of adult. nonimmunocompromised patients with
B L . . . severe (i.e., extensive and/or disabling). recalcitrant, plaquc pscmsxs who have failed to respond to at least one systemic therapy (¢.g.. PUVA, retinoids,
RO - : i ERIEE ¢+ - or methowrexate) of in palients for whom other sy are d. or cannol be tolerated.
: ) O . While rebound rarely occurs. most paticnts will éxperience relapse with Cyclosporine { Modified) as with other therapies upon cessation of treatment.
- e AT CONTRAINDICATIONS: Gemeral: SangCya™ (Cvclosporine Oral Solution, USP) [ Modified] is contraindicated in paticnls with a hypersensitivity to
i : T . ' cyclosporin: or to any of the ingredients of the formulation. :
Rb d Arthritis: Rh id anthritis ‘patiems with abnormal renal function, uncontrolied hyperiension, or malignancies should not receive
. SangCya™ (Cyclosporine Oral Solution, USP){ Modified ).
i Psoriasis: Psoriasis patients who arc treated with Sannga"" {Cvelosporine Oral Solution. USP) [ Modined] should not receive concomitant PUVA or

. UVB therapy. or other :*ems, coal tar or radiation therapy. Psonasis patients with abnormal renal function, uncontrotled

. k . . f ' hypenension or malignancics should not receive SangCya
S WARNINGS: (See also Boxed WARNING) All patients: Cyclospoiine. the “active - ingredient of SangCyva™  (Cyclosporine Oral Soiuition.
i . USP)[Modified]. can cause v and h icity. The nsk with increasing doses of cyclosporine. Renal dvsfuncuon including

structural kidnev damage is a potential consequence of SangCya™ and therefore renal funcuion must be momitored dunng therapy. Care showld be taken
in wsing cyclosporine with wephrotoxic drugs. (See PRECAUTIONS)

Paticnts receiving SangCya™ require frequént monitoring of serum creatinine. {See Special Monitoring under DOSAGE AND ADMINISTRATION)
Elderly patients should be monitored with particular care. since decreases in renal funcuion also occur with age. 1f patients are not properly monitored and
doses are not properly adjusted, cyclosporine therapy can be associated with the occurrence of structural kidney damage and persisient renal dysfunction.
An increase in serum creatinine and BUN may occur dunng SangCya™™ therapy and reflect a reduction in the glomerular filtration rate. Impaired renal

function at any time requires close monitoring:- and frequent dosage adj may be indi The ireq y and seveniy of serum creatinine
elevations increase with dose and duration of cyclosporine therapy. These cicvations sre likely 10 become more pronounced without dose reduction or
discontinuation.
Because SangCya™ (Cyclosporine Oral Solution, USP) [Modified) is not bioeguivalent to Cyclosporine (Non-Modified), from Slng(‘vt
to Cyclosporine (Non-Modified) using s 1:1 ratio (mg/kg/day) may result in lower o ine blood ati C from SngCnT ' 1o
. X X . N U Cyclosporine (Non-Modified) should be made with i to avoid the ial of )
. . . Kidoey, Liver, swd Heart Tr Cyel ihe active ing of SangCya™ (Cyelosporine Oral Solution. USP){Modificd]. can cause
i . . and h v when used in high doses. It is not unusual for serum creatinine and BUN levels 10 be clevated dunng cyclosponine N
; lh:ﬂpy These tlevations in renal wransplant patients do not necessarily indicaie rejection. and cach patient must be fully evaluated before dosags
; adjustment is initiated.
« P Based on the historical Cyclosporine { Non-Modified) experience, nephrotoxicity associated with cvclosporine had been noted in 25% of cases of renal
; : R v : transplantation. 38% of cascs of cardiac transplantation. and 37% of cases of liver p Mild neph icity was g lly noted 2 10 3 months
i . after renal transplant and consisted of an arrest in the fall of 1he pre-ops of BUN and at a range o( 351045 mg/dL and 210 2.5
] - 3 : B mg/dL respectively. These elevations were ofien respo 1 © porine dosage reds
H More overt nephrotoxicity was seen early after and was d by a rapidly rising BUN and creatinine. Since these events are similar
b i . to renal rejection episodes, care must be laken to differentiate between them. This form of nep y is usually respe to cyclosporine dosage
' ¥ o o TTOUTTET T reduction,
y Although specific diagnostic criteria which reliably differentiate renal graft rejection from drug foxicity have niot been found, a number of parsmeters have !
been significantly associated with one or the other. 1t should be noted however, that up 1o 20% of patients may have simultaneous nephrotoxicity and 1o
rejection. }
g Nephrotoxicity vs. Rejection 4
i : o . A . Parameter Nephrotoxicity Rejection
- ' History Donor > 50 years old or hypoiensive Anti-donor immune response ’
: K Prolonged kidney preservation Retransplant patient l
Prolonged anastomaosis time H
" Concomitant nephrotoxic drugs -
Clinical Often > 6 weeks posiop® Often <-4 weeks postop® -
Prolonged initial nonfunction Fever > 37.5°C P
M (acute tubular necrosis) Weight gain > 0.5 kg !
Graft swelling and 1enderness
Decrease in daily unine volume > 300 mL (or 50%) } B
. Laboratory CyA seruri trough level > 200 ng/mL CyA serum trough level < 150 ng/mlL oo
: i Gradual nse in Cr (< 0.15 mg/di/day)® Rapid nise in Cr (> 0.3 mg/di/day)” b
- Cr plateau < 25% above baseline Cr> 25% above bascline :
BUN/Cr 2 20 BUN/Cr < 20
Biopsy Anteriolopathy (medial hypertrophy®, hyal El is* (prolift *, intimal areritis”,
nodular deposits. intimal thickening. endotheiial necrosis, scierosis)
vacuolization; progressive scarmng )
Tubular atrophy, isometric vacunhm‘wn, Tubulitis with RBC" and WBC" casts, some irregular
isolaied calcifications vacuolization
R Mimmai edema Interstitial edema’ dnd h:monhag: P
L Mild focal infiltrates® Diffuse 1o severe infi) 4 !
- N g IR Diffuse interstitial fibfosis, often striped form Glumcmhus (mononuclcar cells)© !
ol s Aspiration Cytology CyA deposits in tubuiar and endothelial cells ) with ph ’
' . Fine isomeinc vacuolization of tubular celis mncmphag:s. Iymphoblastoid cells, and acllvalcd T cells H
These strongly express HLA-DR antigens |
Urine Cytology Tubular cells with vacuolization and granulanzation Degencrative tubular cells, plasma cells y
. and lymphocyturia > 20% of sediment :
Manometry Intracapsilar pressure << 40 ram Hg® Intracapsular pressure > 40 mm Hg"
Ultrasonography Unchanged grait cross sectional arca

Magnetic Resonance |magery

Radionuciide Scan

Normal appearance

Normal or generally decreased perfusion

Increase in graft cross seclional arca
AP d =T d

Loss of distinct corticomedullary junction, swelling

image intensity ol parachyma approaching that of psoas,

Joss of hilar fat
Paichy anenal flow

Dﬁ‘cms_e in tubular function o Decrease in perfusion > decrease in tubular function ,'

("' I-hippuran) > decrease in perfusion (7 Te Increased uptake of Indium i1} labeled piateiets or Te- N

. DTPA) 99m in colloid 5

Therapy Responds to decreased cyclosporine Responds 1o i d steroids or antilymphocy ;
globulin

" - b

*p < 0.05. % < 0.01, ‘p<0001 4p < 0.0001

"

A form of a

is by serial d

in rénal function and morphologic changes in the kidneys, From

w S% to 15% of tnnsphm recipients who have received cyclosporine: will fail to show a reduction in nising scrum creatinine despite a decreasc or

of _therapy. Renal biopsies from these patients will demonstrate one or several of the following alicrations: tubular
tubular peritubular capillary congestion, aneriolopatby, and a striped form of interstitial fibrosis with tubutar atrophy.
Though none of these morphologic changes is entirely specific, a diagnosts of cyclosporine-associated structural nephrotoxicity requires evidence of these

I




the first 6 post-transpiant months when the dosage: teads 10 be highcst and when. in iodney recipients. the ongan appears to be most vulrierable to the 1oai
efiects of cvclosporine. Among other contributing factors 10 the development of interstitial fibrosis 1n these patients are prolonged perfusion 1ime. warm
ischemia time. as well as eprsades of acute taxicity, and acute and chronic rej The ibibey of I hbrosis and ns correlanon o reng
funcuion have not yet been i R ibility of ! hy has been reported aiier stopping cvciosponne or iowenng the dosage

impaired renal funciion ai any ime requires close and i dosage may be ind d

in the event of severc and unreminting réjection. whet rescue therapy with puise sierowds and monoclonal antibodies fail 10 Teverse the rejection epsade. 1t
may be prefcrabic to switch 10 aliernative immunosuppressive therapy rather than wcrease the SangCyva™ dose 10 excessive levels

Occasionally patients have developed a sy of th viopenia and [ anemuz which mayv result ingraft fadure The
vasculopathy can occur in the absence of repction and is accompanied by avid piateiet consumption within the graft as demonstrated by indwm |}

labeled plateiet studies. Neither the nor. the. of this sy s ciear. Though resolution has occurred atter reduction or
& losp and 1) adi of strepiok and hepann or 2) plasmapherests, this appears to depend upon early detection with
Indiem 111 labeled plateier scans. (See ADVERSE REACTIONS .
Signi hyperkalemia ¢ j i with hy ) lic acidosis) and hvperuncemia have been seen occasionally i individuad
patients.
H ici i with use had been noted in 4% of cases of renal iransplaniation. 7% of cases of cardiac transplantation, and 4% of
cases of hver'mphmauon. This was usually noted during the first month of therapy when high doses of cyvclasponne were used and consisted of
i of hepatic enzy and biltrubin. The ¢h v ¢ s usually decreased with a reduction i1n dosage .
As in patients g other those patients receivinig cvclosponne are at increased nsk for development of lvimphomas and ‘other

specific agents. Because of the danger of ppression of the system R 1nincreased risk of

g should be used with caution,

There have been reports of convulsions in - adult and pediatic ‘patients ' receiving - evelosporine. particularly 1n combination with high dose
methyiprednisolone.

Care should be takes in using ¢yclosporine with niephrotoxic dhigs. (See PRECAUTIONS

Rienmatoid Arthritis: Cvclosporine nephropathy: way detected in resal biopsies of 6 out of 60 (10%) rheumaroid arthritis patients afler 1he average
treatment duration of 19 months, Only one patient. out of these & Ppauents. was treated with 2 dose S 4 mg/kg/dav. Serum creatinine tmproved in all but
one panent after discontinuation of cvelosporine. The “maximal creatinine mcrease™ appears to be a (actor in predicting cvclosponne nephropaths.
There is a potential, as with other IMmunosuppréssive agents, for an increase in the occurrence of malgnant lvmphomas with cvclosporine. 1t 1s not clear
whether the risk with cyclosporine is greater than thal in Rheumatoid Anhritis patients or in Rheumatord Arthntis patients on cviotoxic treatment for this
indication. Five cases of lymph were d: four in a survey of approximately 2.300 patients treated with cvclospotine tor rheumaroid anthrius, and
another case of lymphoma was reported in a clinical trial. Ahhough other tumors (12 skin cancers. 24 solid tumors of diverse lypes, and | muitiple
myeloma) were also reported in this survey, epiderniotogic analyses did not suppont a relationship to cvclosponine other than for malignant lvmphomas.
Patients should be thoroughly evalualed béfore and during SangCya™ (Cyelosporine Oral Solution. USP) | Modificd | treatment for the development of
malignancics. Moreover, use of SangCya™ therapy with other smmunosuppressive agents may induce an excessive immunasuppression which is knawn 1o
increase Lhe risk of malignancy.

Psoriasis: (See also Boxed WARNINGS for Psoriasis) Since evel e IS @ potent ppressive agent with a number of potentially senous side
cffects. the risks and benchits of using SangCya™ (Cvclosporine Oral Solution. USP} {Modified]. should be considered before treatment of patients with
psariasis: Cyclosponine, the active ingredientin SangCya™. can cause nephrotoxicity and hypenension (See PRECAUTIONS ) and the risk increases with
increasing dosc and duration of therapy. Patients; who may be at increased risk such as those with abnormal renal function. uncontrolied hypentension or
malignancies, should not reccive SangCva'™.

Renal dysf: isa ial of SangCya renal function must be d during therapy.

Patienus. receiving SangCya™ require fiequent ing of serum {See Special Monitoring under DOSAGE AND ADMINISTRATION)
Elderly patients should be monitored with particular care. since decreases in renal funclion aiso occur with age. If patients are not properly monitored and
doses are not properly adiusted, cyclosponine therapy can cause structural kidney damage and persistent renal dystuncuon,

An increase in serum creatinine and BUN may occur during SangCya™ therapy and refiects a reducuon in the glomerular filtration rate.

Kidney biopsies from 86 psoriasis patients ircated for a mean duration of 23 months with 1.2 to 7.6 mg/kg/dav of cyclosporine showed evidence of
cyclosporine nephropathy in 18/86 (21%) of the patictiis. The pathology consisted of renal wbuiar atrophy and 1nterstuial hibrosis. On repeat biopsy 13 of
thesc patients maintained on various dosages of ceveiosporine for a mean of 2 additional vears. the number with cvelosponne induced nephropathy rose 10
26/86 (30%). The majority of patients (19726) were on a dosz of = 5 tng/kg/day (the highest recommended dose is 4 mg/kg/day). The panents were
also on cyciosporine for greater than |5 months (18/26) and/or had a clinically significant increase in serum creatinine for greater than ) month (21/26)
Creatinine levels returned 1o normal range in 7of 11 patients in whom cyclosporine therapy was discontinued. -

There is an increased risk for the d of skin and Iy proliferative mali in cyclosporine-t d psanasis patients. The relative risk of
malignancics is comparable 10 that observed in psoriasis patients treated with other immunosuppressive agents.

Tumors were reported in 32 (2.2%) of 1439 psoriasis patients treated ‘with cyclosporine worldwide from clinical trials.” Additional tumors have been
reported in 7 patients in cyclosporine postmarketing experience. Skin malignancies were reponed in 16 (1.1%) of_these patients; all but 2 of them had
previously reccived PUVA therapy. Me was ived by 7 patients. UVB and coal 1ar had been used by 2 and 3 patients, respectively, Seven
patients had either a history of previous skin cancer or a potentially predispasing lesion was present prior to cyclosponine exposure. Of the 16 patients with
skin cancer, 11 patients had 18 squamous cell carcinomas and 7 patients had 10 basal cell carcinomas.

There were 1wo lymphoproliferative mali ies: one case of hon-Hodgkin's ly which regt d ch py. and one case of mycosis fungoides
which d sp Iy upon di ion of ¢yclosporine. There were four cases of benign lymphocytic intil 3 reg: d 1y
upon discontinuation of cyclosporine. while the fourth regressed despile continuation of the drug. The remainder of the malignancics, 13 cases {0.9%).
involved various organs.

Patients should not be trested concurrentiy with cyclosporine and PUVA or UVB, otber radistion therapy, or other immunosuppressive agents, because
of the possibility of ive i ppression and the risk of mali ies. (See CONTRAINDICATIONS) Pauents should also be
wamed to protect themselves appropriately when in the sun. and to avoid excessive sun exposurc. Patents should be tharoughly evaluated before and
during treatment for the presence of ing that mali lesions may be_hidden by psoriatic plaques. Skin lesions not typical of
psoniasis should be biopsied before stanting treatment. Patients should be treated with SangCya™ (Cyclosponine Oral Salution, USP) [Moditied) only
after I of susp s lesions. and only if there are no olher treatment options. (See Special Monitoring for Psoriasis Patients)
PRECAUTIONS: General: Hypertension: Cyelosporine is the - active ingredient of SangCya™ (Cyclosporine Oral Solution, USP}) [Modified].
Hypeniension is a common side effect of cvclosporine therapy which may persist. (See ADVERSE REACTIONS and DOSAGE AND ADMINISTRA-
TION for 74 d 1 Mild or mod: hypenension is d more freq ly than severe hyp ilon and the incid
decreascs over time. In recipients of kidney, liver. and heart allografts treated with cyclosporine. antihypertensive therapy may be required. (See Special
Monitoring of Rheumatoid Arthritis and Psoriasis Patients) However, since cyclosporine may causc hyperkaicmia, potassium-sparing diuretics should not
be used. While caleium antagonists can be - effective agents in treating cyclosporine-associated hypencnsion, they can interfere with cyclosporine
metabolism. (See Drug Imeractions)

™

Vacei: During with cych i ination may be less effective; and the use of live altenvated vaccines should be avoided.
Special Monitoring of Rk id Arthritis Patients: Before tnitiating treatment, a careful physical ion, including blood pi
{on at least 1wo } and 1wo inine ievels 10 baseline should be performed. Blood pressure and serum creatinine should be cvaluated

every 2 weeks during the initial 3 months and then monthly if the patienit is stable. It is advisable 1o momior serum creatinine and blood pressure always
after an increase of the dose of nonsieroidal anti-inflammatory drugs and after ini of new 4 ti-infl y drug therapy during
SangCya™ (Cyclosporine Oral Solution, USP) [ Modified ] 17 d with h . CBC and liver function tests are
recommended to be monitored monthly. (See aiso PRECAUTIONS, General, Hypertension)

In patients who are receiving cyclosporine, the dose of SangCya™ should be decreased by 25% 10'50% if hypertension occurs. 1f hypeniension persists, 1he
dose of SangCya™ should be further reduced or blood pressure should be controlied with antihypenensive sgents. In most cases, blood pressure has
returned 1o baseline when cyclosporine was discontinued.

1n piacebo- lied trials of rh; arthriuis patients, sysiolic hyperiension (defined as an occurrence of two systolic blood pressure readings > 140
mmHg) and diastolic hypeniension (defined as two diastolic blood pressure readings > 90 mmHg) occurred in 33% and 19% of patients treated with
cyciosporine, respectively, The corresponding placebo rates were 22% and 8%.

Special Mowitoriag for Psoriasis Patients: Before initiating treatment, & careful der logical and physical ex ion, including blood pressure
measurements (on 2t least 1wo occasions) should be performed. Since SangCya™ (Cyclosporine Oral Solution, USP) I Moditied} 1s an immunosuppres-
five agent, patients should be cva) d for the p of occult infection on their first physical and for the p of tumars initially, and

throughout treatmeni with SangCya™. Skin lesions ot typical for psoriasis should be biopsied before starting SangCya™. Patients with malignant ot
premalignant changes of the skis should be treated with SangCya™ only after appropnate treatment of such lesions and if no other treatment option exists.

Bascline laboratories should inciude serum creatinine {on two occasions), BUN, CBC. serum Magnesivm, potassium, uric acid, and lipids.

The risk of eyclosporine nephropathy is reduced when the starting dose is low (2.5 mg/kg/da% the maximem dose does not exceed 4 mg/kg/day, serum
creatinine is monitored regularly while cyclosporine is administered, and the dose of SangCya™ is decreased when the rise in creatinine is greater than or

equal 10 25% above the patients pretreatment level. The increase in is g Hy ible upon umely decrease of the dose of SangCya™ or its
discontinustion.

Serum creatinine and BUN should be evaluated every 2 weeks during the initial 3 months of therapy and then monthly if the patient is stable. If the serum
creatinine is greater than or equal to 25% above the paticnt's level, serum inine should be repealed within two weeks. [f the change in

serum creatinine remains greater than or equal 10 25% above baseline, SangCya™ should be reduced by 25% 10 50%. If at any time the serum creatinine
increases by greater than or equal 10 50% above pretreatment level, SangCyam should be reduced by 25% to 50%. Sang(:yam should be discontinued if
reversibility (within 25% of baseline) of serum creatinine is not achievable after two dosage modifications. 11 is advisable to monitor serum creatinine afler
an increasc of the dose of ronsicroidal anti-inflammatory drug and after initiation of new idal anti-infl y therapy dunng SangCya™
trealment.

dosage adjustments are made, Patients without & history of previous hyperiension before initiation of treatment with SangCya™, should have the drug

reduced %25% 10 50% if found to have sustained hypertension. If the paticnt continues to be hypertensive despite multiple reductions of SangCya’™, then

SangCya™ should be discontinued. For patients with treated hyp ion, before the initi of SangCya™ therapy, their medication should be
‘. bij 1o control hyp while on SangCya™, SingCya™ should be discontinued if a change in hyperiension management is not efiective or

toterabie.

CBC, uric acid, i, lipids, and should also be monitored every 2 weeks for the first 3 months of therapy, and then monthly if the patient

is stable or more frequently when dosage adjustments are made. SangCya™ dosage should be reduced by 25% 1o 50% for any abnormality of clinical
concerm.

In controlled trials of evelosporine in psoriasis palients, cycl ine bicod
cfiec ch as renal dvsfunc

did not correlaie well with either improvement or wi
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Patients should be informed of the necessity of repesited laboratory tests while they are receing cvclosporine. Patents should be advised of the potentus

nisks dunng and of the d risk of neopl Panents should aiso be informed of the nsk of hypeniension and renal dyvstuncuion
Pauents should be advised that duning with cyck )} i may be less effecuive and the use of five attenyated vaceines should b
avorded.

Patiems should be given careful dosage mstructions. SangCya"‘ (C)’closp(mne Oral Solunon. USP) [ Moditied) should be divied. preterahiv with orange
o apple juice that 1s at room temperature. The combination of SangCya’ ™ with milk can be unpatatabie.

Patierits should be -advised 1o take SangCva'™ on 4 consisient schiedule with regard 1o time of day and relation to mieuls, Grapefrust and grapeiruit wice
affect | P blood of ‘cvciosponne. thus should be avoided

Lsboratory Tests: In all patients treated with cyclosponne, renal and liver functions should be assessed repeatedly by measurement of serum creatmine.
BUN. serum bilirubin. and liver enzvmes. Serum hipids. agnesium. and potassium should atso be momitored. Cyelosponne biood concentrations shouid be
rouur;tlv monitored in transpiant panents (Sce DOSAGE AND ADMINISTRATION. Biocwd Conermiration Momitonng in Transplont Paienic). and
pchiEulI) monnored in theumatoid Anf\hr?us patients. ‘
Drug 1 jons: All of the individual drugs cited below are well substunniated 10 interact with ciclosponne’ Hi addnion, all concormitant non-sieroidal
anti-inflammatory drugs. particularty in the setung of dehvdration. may poteniiaie renal dvsiuncuon

Drugs Thar May Potentiate Remal Dysfunction

Antibiotics Antineoplastics Anrtizinflammator: Drugy Gastrosntestinal Agents
gentamicin meiphalan azapropazon crmetidine
tobramycin diclofenac ramndine
.y i naproxen
vancomycin Antitungaix
0 L h i SUPPFEISIVEs
i hopnm with sull . photencin B suindac Intntanosupp
azole ketoconazole werolimus

Diugs That Alter Cyclosporine Concentrations: Cvciosporine is extensively mtmbohzct_!. Cvelosporine concentrations: may be miluenced by drugs (htll
affect microsomsl enzvmes. particularly cviochrome P-450 T1i-A. Subsiances that inhibit this enzvme could decrease metabobsm and inerease
cvclosporine " S F that are ind s of cvioch P50 acnm‘\“c‘ou]d mcrease  metabohsm . and ‘dccrcuw evelhosponng
concentrations. Monitoring of circulating cyciosporine concentrations and appropnate SangCva’ ™ (Cyciosponne Oral Solution, USP) {Modined ) dosage

adjustment are essential when these drugs are used concomitantly. (See Blood Concentration Montionng;

Drugs Thar increase Cyciosporine Concentrations

Calcium Channel Blockers Anmtijungals Antibiotics Glucovorticoids Orher Drgs
dilhazem fluconazote clanithromyetn methvipredmsolone allopunnai
nicardipine itraconazole ervthromy¢in bromocnpline
verapamil ketoconazole danazoi

metaciopramide

The HIV protease inhibitors (€... indifavir. nelfinavir, nvonavir, and saquinavir) aré known 1o inhibit cytochrome P-450 111-A and increase the
of drugs metabolized by the cviochrome P-430 sysiem. The interaction between HIV protease inhibitors and cyclosponne has not been
studied. Care should be cxercised when these drugs are administered concomitantly.

Grapeiruil and grapefruit juice affect metabolism. ificreasing blood concentrations of cvclosporine. thus should be avoided.

Drugs That Decrease Cvelosporine Concentrations

Antibiotics Anticonvulsanis Other Drugs

nafeillin carbamazepine octreotide

rifampin phenoburbital ticlopiding
phenvioin

Rilabutin is known 1o increase the metabohsm of athet drugs metabolized by the cvtochrome P-430 svstem. The interaction between rifabuttn and
cvclosporine has not been studied. Care should be exercised when these two drugs are admimsiered concomitantiy,

A idat Anti-infi ry Drug (NSAID) Inreracrions: Clinical status and serum creatinine should be closely monitored when evclosporine is used
with nonsteroidal anti-inflammatory agents in rh atoid arthrtis patients: (See WARNINGS:

Pharmacodynamic interaciions have been reported 10 occur beiween cyvciosporine and both nuproxeén and subindac, inthat concomitant use is associated
with additve decreases in renal function. as determined by " Te-diethyieneiraminepentuacetic acid (DTPA) and (pramunohippune acidi PAH
clearances. Although concomitant administration of - diclofenac does not affect blood tevels of cvclosponne. it has been assocuied with spproximate
doubling of diclofenac blood levels and occasional reports ol reversible decreases in renal funcnon. Consequently, the dose ol diclofenac should be tn the
lower end of the therapeutic range.

Methotrexare Inveraction: Preliminary data indicaie that ‘when methotrexate und cyclosporing were co-adminisiered to rheumatoid arthritis patients
(N=20), methotrexate concentrations {AUCs) were increased approximately 30% and the concentrations (AUCs) of 4 metabolite. 7-hvdrocy
methotrexate, were decreased by upproximately 80%. The clinical significance of this interaction 18 not known, Cyclosporine concentrations do not appear
10 have been altered (N=6).

Other Drug Interacrions: Reduced clearance of prednisolone, ‘digoxim. und Jovasiatmn has been observed when these ‘drugs ure adminisiered with
cyclosponine. In addition. a decrease in the apparent volume of distribution of digoxin has been reported after cyclosporine administration. Severe digitalis
toxicity has been seen within duys of starting cyclosporine in several patients taking digoxin. Cyclosporine should nol be used with potassium-sparing
divretics because hyperkalemia can occur.

Dunhg treatment with cyclasporine, vaccination may be less etfective. The use'of live vaceines should be uvoided. Mvositis has decurred with conconntant
iovastatin, frequent gingival hyperplasia with nifedipine. and convulsions with high dose methylprednisolone.

Psoriasis paticnts receiving other immunosuppressive agents or radiation therapy {including PUVA and UVB) should not receive concurrent cyclosponne
becuuse of the v of excessive 3

Carcinogenesis. Mutagenesis. and Impairment of Fertility: Carcinogenicity swidies were carried out in male and female rais and mice. In the THoweck
mouse study. evidence of a statistically signiticant trend was found for lvmphoevtic ivmphomas in females, and the di of heps Tiular cars as
in mid-dosc males significantly exceeded the control value. In the 24-month rat studv, p: wlet cell ad i v ded the control rate
in the low dosc Jevel. Doses used in the mousc and rat siudies were 0.01 10°0.16 umes the clinical maintenance dose (6 mg/kg). The hepatocelivlar
Cur 45 and pancreatic isiel cell ad were not dose related. Published reporis indicate that co-treatment of hairless mice with UV irradiation and
cyelosponne or other immunosuppressive agenis shorten the time 10 skin tumor formation compared 1o UV irmadiation alone.

Cyelosporine was not mutagenic in appropriatc test svsiems. Cyclosporine his not been found 10 be mutdgenic/genotoxic in the Ames Test, the
V79-HGPRT Test. the micronucleus test in mice and Chinese hamsters, the chromosome-aberration tesis in Chinese hamster bone-marrow. the mouse
dominant lethal assay. and the DNA-repair test in sperm from treated mice. A recent study analyzing sisier ch d ha {SCE) induction by
cyclosporine using human Iymphocyies in vitro gave indication of a positive ellect (1.e., induction of SCE). at high concentranons in this system.

No impairment in fenility was demonstrated in studies in male and female rats.

Widely distributed papiliomatosis of the skin was observed after chromc treutment of dogs with eyclosporine ‘4t 9 times the humin initial psoriusis
treatment dosc of 2.5 mg/kg. where duses arc expressed on u body surface area basis. This papill showed a sp upon
discontinuation of cvelosporine,

- I "

An increased i of v is 4 1 of i pp n pi of organ 11 and patients with theumaoid
arthritis und psoriasis. The most commeon forms of ncoplasms are non-Hodgkin's lymphoma and carcinomas of the skin, The risk of malignancies in
cvelosporine recipients is higher than in the normal. healthy population but similar 10 that in patients receiving other immunosuppressive therapies,
Red ord of 5 muy-cause the lesions 1o regress.

In psoriasis patients on cvelosporine, devel of ‘mal ie Ity those 6f the skin has been reporied, (See WARNINGS) Skin lesions not
typical for psoriasis should be biopsied before starting cyclosporine treatment. Patients with malignant or premalignant changes of the skin shouid be
treated with cvclosporine only after appropniate treaiment of such lesions and if no other treatment oplIvN EXISIS

Pregnancy: Pregnancy Category C. Cyciosporine was not teratogenic in appropriate test systems. Only at dose Jevels toxic 16 dams, were adverse effects
seen n reproduction studies in rats. Cvclosponne has been shown to be embrvo- and (etotoxic in ruts and rabhits following orusl administration at
matemally toxic doses. Fetal toxicity was noted in ruts at 0.5 and rabbits a1 5.4 times the transplant doses in humans of 6 ma/kg. where dose corrections are
based on body surface area. Cyclosporine was embivo- and fetotoxic as indi d by sed pre- and p 1 mortality and reduced felal weight
together with related skeletal retardation.

There are no adequate and weli-vontrolled studies in pregmant women. SangCva™ (Cvelosporine Oral Solution. USP) [ Modified | should be used during
pregnancy only if the polential beneft justifies the potential risk to the fetus.

The following data represent the reporied of 116 p ies in women ing cyclosporine during pregnancy, 90% of whom were transplant
patients. and most of whom received cvclosporine through the entire | period. The only consistent putierns of abnormality were premature
binth (gestational period of 2§ to 36 weeks) and low birth weight for gestational age. Sixteen fetal losses occurred. Most of the pregnancies (85 of 100)
were complicated by disorders: fud: presec 1 premature labor, abruptio placentac. ohgohydrammos, Rh incompatibility and

fetoplacental dysfunction. Pre-term delivery occurred in 47%. Seven maliormations were reporied in S viable infams and in 2 cases of feial loss, Tweniy-
eight percent of the infants were small for gestational uge. Neonatal complications occurred in 27%. Therefore. the risks and benehts of using SangCyuN
during pregnancy should be carcfully weighed.

Because of the possible disruption of maiernal-fetal interaction; the risk/benefit ratia of ustng SangCyuW in psoriasis patients during pregnancy shouid
carefully be weighed with senous consideration for discontinuation of SangCya™,

Nursing Mothers: Since cyclosporine is excreted in human milk, breast-feeding should be avoided.

Pediatric Use: Athough no adequate and well-controlied studies have been d inchildren, plant recip 85 young as one vear of age have
Yeceived Cyclosponne (Modified) with no unusual adverse effects. The safety and efficacy of Cyclosporine (Modified) reatment in pedsatric patients with
Juvenile rheumatoid arthntis or psoniasis below the age of 18 have not been established,

Geriatric Use: In rheumatoid arthntis clinical wrials with cyclosporine, 17.5% of patients were ape 65 of older. These patients were more likely to develop
systohc hypeniension on therapy. and more likely 1o show serum creatinine rises &50% above the basciine after 3 10 4 months of therapy.

ADVERSE REACTIONS: Kidney, Liver, snd Heart Transpianiation: The principal adverse reactions of cyclesponne therapy are renal dysiunction,
tremor. hirsutism. hypeniension, and gum hyperplasia.

Hyperiension, which is usually mild 10 moderate. may occut in approximitely 50% of patients following rena) transplantaiion and in most cardiac
transplant patients.

Glomerular capillarv thrombosis has been found in patients tredted with cvelostonhe and may progress o graft failure. The pathologic chinees resembled
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Hypormagnesemia has been reported in some. but not all. panents exhibiuing convulsions while on evelosponie therupy. Althoieh magnesiume-denictor
studies in normal subjects suggest that hyp ia is d with jogic disorders. muluple factors, including nyperteasion. mgh dos
tprednisol vpoch ! and neph icity d with high plasma concentrations of cyclosponne sppeus to he related Lo the

yip! hvp X
neurological manifestations of cvclosporine toxicity.

Ini controlled studies. the natire. severity and incidence of the advérse events thal were observed in 493 ransplanted patients treated with Cycloaponi
{ Modified) were comparable with those obsetved iii 208 transplanted pauents who recerved Cyelosponne i Non-Modined) in these same studies when ihe
dosage of the two drugs was adwsied 1o achieve the same cvclosponine blood trough concentrations.

Based on the historical experience with Cvclosponne ( Non-Moditied): the following reactions occurred in X or greater of 891 patients mvolved 1n chmeal
tnals of kidney. heart. and liver transplants.

CUvclosporine Patrents

Randomized Ridnev Patients [ Cvelesponine (Non-Modified) |
Cvelosporine (Non-Moditied) Azxathioprine RNidner Hearnt Liver
Body Svstem Adverse Reactions (N=227)% (INS22H % (N=T8) % INSTIDG (N85
Genttourinary Renal Dysfuncuon 1n [ 25 ax 3
Cardrovascular Hypertension 2 N 1y 3 ha -
Cramps 4 < : N o
Skin Hirsutism 21 < 2t n 4%
Acne & N N !
Central Nervaus < ,>. Tremor 12 O N 3 -
System ~ < L0 3 Convulsions i 3 ' ! 3 B
Headasche 2 <t 2 1% 4
Gastrointestinal Gum Hypetplasia 4 0 u B it
Diarrhea 3 <1 i 1 ~
Nausea/ Vomiting 2 <3 4 0 4
Hepatotoxtcin <1 ey 1 - Kt
Abdominal Discomion <l QO <1 = 31
Autonormic Nefvous Paresthesia 3 0 1 N |
System Flushing <} [ 3 0 K
Hi p Leuk i 2 N N & o
Lymphomy <) [ ! & 1
Respiratory Stnusitis <) 4 4 3 -
Miscellancous Gynecomastia < 0 1 Kl 3

Among 705 kidney transplant pauents treated with Cyclosporine { Non-Modified} in chinical trials. the reason for treaiment discontmuation was renal
toxicity 1n 5.4%, infection in 0.9%. Jack of efficacy in 1.4%. acute ubular necrosis in 1% lvmphoprobierauve disorders in 0.3%, hypertenston 1n 0. %, and
other reasons in 0.7% of the pauents.

The following ‘reactions ‘occurred in 2% ot Jess of Cvclosponne (Non-Modified) treated ptients: allErRic reSCHORN, - ANENNIY. AROTENIL - COBIUSION,
conjunctivitis. edema. fever, brittle finpernails, gastitis. heaning loss. hiccups. hyperglveenia. muscle pan. pepuc ulcer. thramboceviopenia. MRmtus

The following reactions occurred rarely: anxieiy, chest pain. constipation.depression. hair breaking. hematuna. jomt pain. lethargy, mouth sores,
myocardial infarction; night; sweals, pencreatins, pruritus, swallowing difficulty, unghing. upper G1 biceding. visual disturbance, weakness. weight loss.

Infectious Complications in Historical Randomized Studies
in Renal Transplant Patients Using Cyclosparine (von-Modified}

Cyclosporine Treatment Azathioprine with Sieroids*
{N=22T) (N=228)

Complicati % of Compiicstions % of Complications
Septicemia 53 4%
Abscesses 44 R
Systemic Fungal Infection 22 AR

Local Fungal Infection 75 EX)
Cviomegalovirus 4. ~ 123

Other Viral inlections 15y 1%.4 -
Unnany Tract Infeciions 211 202

Wound and Skin Infections 70 i
Pneumonia 6.2 9.2

*Some patients also received ALG.

Rheumaroid Arthritis: The principal adverse reactions” associated with the use of cyclosporine in rheuraloid arthntis are renal d_vs;unclmn (See
WARNINGS), hvpeniension (Sce PRECAUTIONS). headache, gastrontestinal disturbances and hirsutism/hypertnchosis

In rheurnatoid arthnus patiénts treated in chinical trials within the ded dose runge, ¢ porine therapy wax dixconiinued in 8.3% of the patients
because of hypertension and in 7% of the patients because of increased creatinine. These changes are usually reversible with imely dose decreuse or drug
discontinuation. The frequency and severity of serum creatimme elevanons increase with dose and duration ol eyclosponne therapy. These clevations arc
likely to become more pronounced withoul dose reduction or discontnuation.

The following adversé evems occurred in controlled elinical rals:

Cyclosporine (Modified)/Crclasporine (Non-Modified) Rh id Arthritis
Percentage of Patients with Adverse Events = 3% in anv Cvclosporine Trested Group
Studies Study Stedy Study Study Studies
651465242008 02 654 654 302 6514+652+2008
Methotrexate &
Cyelospori Cyelosp “yelospori Cyelospori
Body Preferred Non-Modified)t . ' (Non-Medified) ' - (Non-Modified) & Placebo (Modified) Placebo
System Term {N=269) {N=15%5) (N=4) (N=73) (N=143) (N=201)
Autonomic Nervous System
Disorders
Flushing 2% 25 3% 0% 19 26
Body As A Whoic—General
Disorders
Accidental Traumu 0% 1% 10% 45 45 [0
Edemus NOS* 5% 146 126 4% 1075 <%
Fatigue 6% 3% RG 12% % 7%
Fever 2% % 0% 0% 2% 4%
Infiuenza-like
symptoms <% 6% 16 0% 3 26
Pain 6% 9 104%. 15% 13% 45
Rigors 1% 1% 4% 0% 35 1%
Cardiovascolar Disorders .
Armhythmia 2% 86 5% 6% 2 1%
Chest Pain 4% S5 1% 1% 65 16
Hypertension 85 265 16% 12 25% 26
Central and Penpheral Nervous
System Disorders
Dizziness R 65 75, 3% 3%
Headache 17% 23% 225 116 94
Migraine 2% 15 i 0% 1%
Paresthesia R% 7% ¥G 45 1%
mor 8% 7% : % ¥ A%
Crastrointestinal System Disorders
Abdominal Pain 156 15% 15% 7% 5% 1085
Anorexia 35 3% 1% 0% I 35
Diarrhea 12% 12% 18% 159 136G R
Dyspepsia 12% 12% 105 [% K% 4%
Flatulence 5% 5% % 4% 4% 15
Gastrointestinal
Disorder NOS* 13 | 2% 15 4% 0%
Gingivitis 4% 3% 0% 0% 1% »
Gum Hyperplasia 2% 4% 1% 3% 16
Nausca 23% 145 24% 156 145,
Recual Heimorrhiage 0% 1% [0 0% 165
Stomatitis 7% 5% 16% 12% L4
Vomiting Y% 8% 14% 7% 5.
Hearing and Vestibular Disordsrs .
Ear Disorder NOS® 0% 55 0% o 15 0%
Metabolic and Nutritional
Disorders
Hypomagnesemia 623 4% 0% 0% 65 o
Musculoskeletal System Disorders
Cnhropalhy 13 5% 0% 1% 45 0%
cg .
Cramps/ 1nvoluntary
Muscle Contractions 2% 1% 1% k{7 126y 19,

Psvchiatric Disarders

. -~ 2 B v . s




JIENY

Cy ime {Modidied) /Cych ise (Non-Mediied) R id Arthrivis
me of Patients with Adverse “Eveats = Y% in any Cvelosporine Trented Greup
Stud S Stwdy Stwdy Study Studien
£5146524 2008 302 a4 o84 KN 5514+052+ 200K
Methotrexsie & . .
Cvclosporine Cvclosporine Methotrexnie Cyclosporine
Bod Preferred (Non-Maodified) . {Non-Modified) - & Placebo (Modifed ) Placebo
Svstem Term (N=185) (N=74) INS=TH (NS140 (NS201)
Rena! .
&gc{;:mmt shevaons 435 kL a5 e Ei 138
é;eogmme clevations 245 18% 25 RT 8 3%
Reproductive Dhsorders. Female - B
Leukorrhea 1% 05 J:I o t;‘z o
Menstrual Disorder I% 2% 1% L 1 1%
Res (ratory Svstem Disorders R R
" Bronchitis 1% 3% 1% i
Coughing 5% 3% 56 ¥
Dyspaey 55 1% kX 1%
Iniccion NOS* 9% e o 35
Pharvngits 3% 3G 3% 42
Pneumonia 1% 0 G:r lr!
Rhnitis 0% G 1% 1%
Sinusitis 45 45 8% Jfg
Upper Respiratary Tract 0% 14% 23G 13%
d Appendages Disorder. .
Skin an Rp;mci ’ 35 0% 1% 1% a5 46
Builous Eruption 1% I(E Is:w (1):3 ILE 11:‘
Hypentrichosis 19% % 2% i hird 3
R:_Z: 7% 12% 1% kit R 100
Skin Uleeration . 1% 1% % 45 o5 a0
Urinary System Disorders :
© 7 Dvsuria 0% 0% ne ki % 2"‘
Micturition Frequiency 2% 45 3% 1 26 24
NPN. Increased 0% 19% 2% 0% 186 ©
Uninary Tract Infection 0% 3% 5 4% ; 0%
Vascular (Extracardiac) Disorders _
Purpura G 4% 16 1% a0 0

+  Includes patients in 2.5 mg/kg/dav dose group only. *NOS = Not Otherwise Specinied

1n addition. the following adverse events have been reported in 1% to < 3% of the rheumnaloid arthritis patients in thé cvelosporine treiment groep m
controlied clinical trials.

Autonomic Nervous System: dry mouth. increased sweating:

Body as @ Whole: allergy. asthenia. hot flushes. malaise. overdose. procedure NOS*. tumor NOS*®, weight decrease. weight increase:

Cardiovasculer: abnormal heant sounds. cardiac failure. myocardial infarction. peripheral ischemiu;

Central and Peripheral Nevvous System: hypocsihesis. nevropathy, ventigo:

Emincnnr gcncr

endnthemay. gruciation, esophagilis. gasinc uleer. gastritis, g; His. gingival bleed glossilis, pepuic
UiLCr sahvary gland cn!argcmcnl tongue disorder. tooth disorder

Infection: abscess, bactenial infection. cellulitis, folliculitis. fungal infection, herpes simplex. herpes zoster. renal ubscess. monihiusis. tonsillius, virai
infecuon:

H logic: anemia. 4 leu) lvimphad hy:

Lnn and Biliary System: bilirubinema:

Metabolic and Nutritional: diabetes mellitus. hyperkalémia, hyperuncemia, hypoplveemis:

Musculoskeletal bv.rlfm. anhmgm bone fracture, bursitis. joint dislocation. mvalgia, stifiness, svnovial evsi. tendon disorder:

Neop breast fi d o :

Psychiatric: anxiety. confusion. d:crcas:d hhldo jonal lability: impaired i d Tibido. ner . paroniri., 1
Reproductive {Female): bresst pain, wietine hemorrhage:

Respiratory System: abnormal chesl sounds hronchospdsm

Skin and Ap abnormal p dermatitis, dry skin, eczema. nail disorder, pruritus. skin disorder. uriicaria;

Special Snun. abnormal vision, cataract, conJuncmms deafness, eve pain, taste perversion. tinnilus, vestibulur disorder,

Urinary System: abnormal urine. hematuna, increased BUN., micturition urgency. noctuna, polyunia, pyclonephnus. urinary incontinence. . .

*NOS = Not Otherwise Specified

"

Psoriasis: The principal adverse reactions associated with the usc of cvclospmmc in patients with psoriasis are renal dysi . headache
hypertriglveeridemia, hirsutism/hvpertrichosis, paresihesia or hyp a-like symp nausea/ 2. duartheu. abdy
Iclharg\ and musculoskeletal or joint pain.

In psoniasis patients treated in L% controlled clinical studies within' the recommiended dose range. cvclosporine therapy was discontinued in (% of the
patients because of hvperiension and in 5.4% of the patients because of increased creatinine. In the majonty of cases, these changes were reversible alter
dose reduction or discontinuation of cvclosporine.

There has been one reported death associated with the use of evclosponine in psoriasis. A 27 vear old mile developed renul dererioravion and was continued
on cyclosporine. He had progressive renal failure Jeading 10 death.

Frequency and severity of serum creatinmine increases with dose” and duration of cvciosporine therapy. These elevations are likelv 10 become more
pronounced and may result in irreversible renal damage without dose reduction or discontmuation.

Adverse Events Occurring in 3% or More of Psoriasis Patients in Controlled Clinical Trials

Cvelosporine
(Modified)
Badv System® Preferred Term {N=182)
Infection or Potemial Infecuon 24.7%
{nfluenza-like Symptoms 9.95%
Upper Respirutory Tract bnfections 71.7%
Cardiovascular System 28.0%
Hypertension™* 27.5%
Urinary Svstem 2425
Increased Creatininie 19.8%
Central and Peripheral Nervous Sysiem 26.4%
Headache 15.96
Paresthesia 7% 4
Musculoskeletal System 13.2% 8
Arthralgia 6.0% !
Body' As a1 Whole —~ General 29.1% 2
Pain 4.4% 31.2%
Metabolic and Nutntional 9.3% 9.7%
Reproductive. female B.5% (4 of 47 ferales) 11.5%(6 of 52 females}
Resisiance Mechanism 18,75 21.1%
Skin and Appendages 17.6% 15.1%
Hypertrichosis 6.6% 5.4%
Respiratory System 5.0% 6.5%
Bronchospasm. coughing. dyspnea.
rhinitis 3.0% 4.9%
Psychiatnc 5.0% 18%
Gastromiestinal System. oo - 19.8%: 28.7%
Abdominal pain 2.7% 6.0%
Diarrhey 5.0% 59%
Dyspepsia 225 3.2%
Gum Hyperplasia IRE 6.0%
Nauses 5.5% 5.9%
White cell and RES 4.49% 2.7%

* Total percentage of eveats within the system
** Newly occurring hypeniension = SBP=160 mmHg and/or DBP290 mmHy

The following events occurred in 1% 10 less than 3% of psoriasis patients ireated with cyclosporine.

By as a Whole: fever. Rushes, hol ﬁushcs Clrdmnxtul-r chest pain: Central and Peripheral Nervous System: 4ppem¢ |ncmn:d mwmma dxzzmess
nErvous . vertigo: G i p gmglval bleedi Lm'v and Bil iary System: hyperbilirub N

skin malignancies { sqguamous cetl (0.9%) and basal cell (0.4%) carci s): R ivendotheli I: plaielet bieeding and clotting disorders. red blood cell
disorder: Respirarory: iniection. viral and other infection; Skin and Append: acne, folliculivs. is, pruntis. rash, dry skin: Urinary Spstem:
micturition frequency: Vision: abnormal vision. c

Mifd hypomagnesermia and hyperkaiemia may occur bt are asymptomatic. Increases in uric acid may occur and altacks of gout have been rarely reporied.
A minot and dosc related hyperbilirubenemia has been observed in the absence of hepatocellular damage. Cyclosponnc therapy may be associated with 4
modest increase o serum tnglveerides or cholesierol. Elevation of triglycerides (> 750 mg/dL) occur in about 15% psoriasis patients: elevations of
c?ol:s]lernl (=300 mg/dl ) arc obscrved in less than 3% of psoriasis patients. Generally these laboratory abnormalities are reversible upon disconunuation
of cyclasporine.

()VERDO\SAGE There is a minimal éxperience with cvclosporine uverdosagc Forced emcsxs can be of value up 162 hours after administration of
SangCya™ (Cvclosporine Oral Solution, USP) [ Modi 2d]. Transient h y d ph ity may occur which should resolve foliowing drug

withdrawal. General supportive and should be followed in all cases of overdosage. Cyclosporine is not dialyzable 10 any
great extent, nor is it cleared well by charcoa! hemopcrluslon The oral dosage a1 which hall of experimental animals are estimated 1o die is 31 times,
3 times and > 54 times the “mmim maimtenance dose for transplunt patients (6 me/kg: corrections based on body surfsce ares) in mice. rats, and rabbits.




. oo . * The dailv dosé of SangCyva™ [ Cyciosporine Oral Solution. USP) { Modified) should alwsvs be gven in two divided doses 1BID). 101s recormended tha
- . SAnngz;“' be ona ‘ hediile with regard 1o time of day and reiation to meals. Grapefrun and graneirun rusce attect metabobsm
S e o ang biood of cvclosporine. 1hus xhould be avoided.

¢ ospo

- N " Newly Transplanted Patienrss The initial oral dosé of SangCva™ (Cyelosponne Oral Soluuon. USP) Modified] can be given 4 1o 12 houns nnos &
AR : B B v or be given v. The iniital dose of SangCyva - vanes depending on the transplunied or) an and 1he other IMMUPONUPRIEsSh U
: y : . agents ded in the pp protocol. I newly transplanted patients. the inttial oral dose of SangCyva’ ™ 1 the same ax the 1attai oral dose o
e " Cvelospornne: Oral Solution. -USP. Suggested inntial doses are available from the resuits of o 1994 survev of the use of Cvelosporine i LS transplan:
B centers. The mean = SD initial doses were 9% 3 mg/kg/day for renal Wanspiant patents (73 centers), ¥+ 4 mp/kg/day 1or hver transplant patents
i 130 centers). and 7=} mg/kg/day for heart transplant patienis (24 centers). Toral duiiv doses were divided into 1wo equal dwh doses Thf Sanpl v
dose 15 subsequently adjusted to achieve a pre-defined cvclospanne blood concemtrauon. (See Blood € oncentranon Monitoring in Imll(p/amﬂ Patienis
below) 1T cvciosporine trough blood concentrations are used. the targel mange 1s the same for SangCra’™ as far Cvelosponne Oral Soluten. USP. Using
the same trough concentration targetl range for SangC_\‘u"‘as for Cyciosporine Oral Solunon, USP resulis in greater cyciospenne exposure when
e SangC)'amls administered. (See Pharmacokinetics. Absorprion: Dosing should be miruted based on chnicul assexssments of reecnon and tolerabiiin
. Lower SangCya™ doses may be sufficient as mainienance therapy.

Adjunct therapy with adrenal corticosteroids is recommended initially. Different tapenng dosage schedules of prednisone appeit to achieve similar results

A represenlative dosage schedule based on the patient’s weight staned with 2 mg/kg/dav for the trst 4 davs wapered (o | me/kg/dav by | week, 0.6 mp/

kg/day by 2 wecks. 0.3 mg/kg/day by | month. and 0.15 mg/kg/day by 2 months. and thercafter as o mauntenance dose. Sterord doses may be jurthe
B lﬂpere‘d on an individualized basis depending on stalus ol pavient and function ol graft. Adsiments n dusage ol prednisone must be made according 1o the
clinical situation.

Ce from Cyclosporine {Non-Modified) 10 SangCra™ (Cuclasporine Oval Solution, USP)[Modiped] in Transpiant Panenis: I transplunted
patients who are considered for conversion to SangCva’ ™ from Cvelosporine (Non-Modinied), SangCva’™ should be started with the same daiby dose as
was previously used with Cyclosponne {Non-Modified) (1:1 dose conversion). The SangCya’"' dose should subsequentis be adiusted W anan the pres
conversion cvclosporine blood trough concentranion. Using the same trough concentration target range for SangCva’ ™ as 10r Crelosponine (Non-Modined A
results in greater cvclosporine exposure when SangCva'™ is administered. (See Pharmacokinetics. Absorprion s Patients with suspected poor absorpiion o
Cyclosporine {Non-Modified) require different dosing stratepies. [See Transplant Patients with Poor Absorpiion of Creloxporine ( Non-Moidited 1. below |
in some pauents, the increase in blood trough 18 more pi d and may be of chrical sigmncance.

" 7i Until the blood trough jon attains the p ion valee, it is strowgly recommended that the cyclosporine biood trough concentration be
. monitored every 4 10 7 days after conversion to SxagCsa’™'. In addition, clinical saiety parameters such as serum creattmine and bioad pressure should be
monitored every two weeks dunng the first twa months after conversion. If the blood trough concentranions are outside the desreed range und/or il the
clinical saflety parameters worsen, the dosage of SangCya'™' must be adjusted accordingly.

Transplans Patients witk Poor Absorption of Cyclosporine ( Non-Modified)! Paticnits with lowcr thun expected cvclosponne hlood trough concentrations in
relation 10 \he orai dose of Cyciosporine Orai Solution. USP mayv have poor or inconsistent absorpuion ol cvelosporine trom Ciyclosponne Oral Soiution;
USP. After conversion 1o Cyciosporine Oral Solution. USP (Modified) patients 1end 1o have higher cyclosponne concentralions. Bue 10 the increase in
bi ilability of cyclosporine foliowing ion 10 Cyclosporine (Modified), the cvclosporine blood trough concentration may exceed the 1srpet
U ) range. Particular caution should be exercised when converting patients to Cyclosporine (Modified), at doses grester than H mg/kg/day. The dose of
N SangCya™ should be titrated individually based- on - cvclosp trough conc lerability, and chmcal response. in this population the
: cyclosporine bicod trough should be d more freq Iy, al least twice a week (dailv. il initial dose exceeds 10 mg/kg/day) until the
concentration stabilizes within the desired range.

0 . . Rhewmmtoid Arthritie The initial dose of SangCva™ (Cyclosporine Oral Solution. USP) [ Modified] is 2.8 me/kg/day. taken twice dailv as a divided
(BID) oral dosc. Salicviates. nonsteroid anti-inflarmatory agents, and oral corticosteroids may be conupued. iSer BARNINGS and PRECAUTIONS
Drug Interactions) Onsel of action generally occurs between 4 and R weeks. If insutficient chinical benelit 1s seen and tolerahility is good (including seruns
creatinine bess than 30% above baseline), the dose may be increased by 0.5 to 0.75 mg/kg/day aller » wecks and again after 12 weeks to o maximum of
4 mg/kg/day. If no benefit is scen by 16 weeks ol therapy, SangC)‘uT\' therapy should he discontinued.

hypertension elevations in serum creatiniae { 30% above pattent's

Dose decreases by 25% to 50% should be made at any tirmie 1o control adverse events,
'S and PRECAUTION!

pretreatment level) or clinically significant Jaboratory abnormalities. (See WARNIA

1f dose reduction is not effective in controlling abnormalities of if the adversé event or abnormality is severe, SangCyu’™ should be discominued. The same

initial dosc and dosage range should be used if SangCya"™ is bined with the ded dose of methotrexaté. Most panents can be treated with
SangCya'" doses of 3 mg/kg/day or below when combined with methotrexate doses of up to 15 mg/week. iSee CLINICAL PHARMACOLOGY. Chimeal
Trials;

There is limied ong-termn treatment ditu. Recurrence of rheumatoid arthritis disease “setivny' is generallv appaveni within 4 weeks after stoppmg
cvclosporine.

Psoriasis: The initia} dose of SangCva’ (Cyelosporine Oral Solition. USP)I Moditied] should be 2.5 mp/kg/day. SangCyva’™ should be tuken twice
daily. as a divided (1.25 mg/kg BID) oral dose. Patients should be kept at thal dose for at least 4 wecks, barnng adverse events. If signihicant chnical
tmprovement has not occurred in pauients by that time, 1he patient's dosage should be increased at 2 week intervals. Based on patient response, doxe
increases of approximately 0.5 mg/kg/day should be made to a maximum of 4 mg/kg/day. - .

i\

Dose decreases by 25% to 50% should be made ut any lime to control adverse events. ¢.¢.. hyperiension. elevalions in serim cremtining (=245 above the
patient’s pretreatment level), or chnically significant laboratory abnormalities. I dose reduction 15 not effective in comtrolling abnormalities. or if the
adverse event or abnormality is severe, SangCya™ should be d d. iSee Special M. of Psoriasis Panents)

Panients g Ity show some imp in the clinical manifestations of psoRasis in 2 weeks, Satisfactory control and stabilization of the disease mav
lake 12 10 16 weeks 1o achieve. Results of u dose-titration clinical tnal with Cyclosponne (Modilied) indicate that an improvement of psoriasis by 75% or
more (based on PAST) was achieved in 51% of the patients after B weeks and in 79% of the pauents alter 12 weeks. Treatment should be discontinued if
i v Tesp canno! be ach after 6 weeks al 4 mg/kg/day or the patient’s maximum tolerated dose. Once a patient is adequately controlled
and appears stable the dose of SungCya’' should be lowered. and the patient ireated with the lowest dose that maintains an adeguate response ( this should
not necessarily be total clearing of the patient). In clinical trials, cyclosporine doses at the lower end of the recommended dosage runge were eliective in
v u v TN g 4 satisf Y Tesp in 60% of the patients. Doses below 2.5 mg/kg/day may also be equaliv etiective

. . >~ Upon stopping treatment with cvclosporine, relapse will occur in approximately 6 weeks {50% of the patients) 1o 16 weeks (75% of the patients). In the
majority of patients rebound does not occur after cessation of treatment with cyclosporine. Thirteen cases of transiormation of chromc plaque psoriasis (6
more severe forms of psoniasis have been reponied, There were 9 cases of pustular and 4 cases of erythrodermic psoriasis. Long 1erm expenence with
SungCya™ in psoriasis patients is limited and Eontinuous treatment for extended penods greater than one year is not rccommended. Alternation with other
forms of treatment should be considered in the long-1erm’ management of patients with this life long disease.

SangCya™ Oral Solution (Cyclosporine Oral Soluvion, USP) [Modified]-R dations for Administration: To muke SangCva™ more palutable. it

should be diluted preferably with orange ot appic juice that s at room temperature. Grapefrunt juice affects metabolism of cyclosponne and should be
. avoided. The combination of SangCya'™ with milk ‘can be unpalatable,

Take the prescribed amount of SangCya™ from the container using the dosing syringe supphed. after removial of the proteciive cover. and transfer the
solution 1o a glass of orange or appic juice. Sur well and drink a1 once. Do not allow diluted orsl solution to stand before drinking. Use a glass container
(nol plastic). Rinse the glass with more dilueni 10 ensure that the total dose is consumed. Afier use. drv the owside of the dosing synnge with a clean towel
and replace the protective cover. Do not rinse the dosing synnge with water of olher cleaning sgents, If the syringe requires cleaning. it must be compietely
dry before resuming use.

Biood C ion Monitoring in Ty lans Parients: T bant centers have found blood concentration monitoring of cyclosporing 16 be an essential
component of patient management. Of importance 10 blood concentration analysis arc the type of assay used. the transplanied organ. and other
Immunosuppressant agents being adminisicred. While no fixed relationship has been blished. blood atlon Monitoring may assist in the clinical
evaluation of rejection and toxicily, dosc ad) and the o pl

Various assays have been used to measure blood coneenirations of cvclosporine. Older studies using a non-specific assay often cited concenirations thal
were roughty twice those of the specific assays. Therefore. 4 between ¢ in the published literaturc and an individual patient
concentralion using current assays must be: made with detailed knowledge of the assay methods employed. Current assay results are also not
interchangeable and their use should be guided by their approved labeling. A discussion of the different assay methods is contained in Amnals of Clinical
Biochemisiry 1994. 31:420-446. While several assays and assay matrices are uvailable, there is a consensus that parent-compound-specific assays correlate

best with clinical evenis. Of these, HPLC is the dard ref . but the body RI1As and the monoclonal antibody FPIA offer
nsilivity, repl ibility. and e. Most clini base their monitoring on 1rough cyclosporine concentrations. Applied Pharmacukinetics.

Principles of Therapeutic Drug M. g (1992) a broad d ion of cyclosporine pharmacokinetics and drug monitonng techniques. Biood

concentration monitoring is not a replacement for renal function monitoring or tissue biopsics.

HOW SUPPLIED: SangCya™ Oral Solution (Cyel ine Oral Solution, USP) [Madified] 100 mp/ml.

A clear. slightly yellow liquid supplied in 50 mL botties conlaining 100 mg/mL (NDC 62053-539-05}, packaged individually.

Store and Dispense: In the original conlainer ai coritrolied room temperatire 68° to 77°F (20° 1 25°C). Do not store in the refngeraior. Once opened.
the contents must be used within twe months: At temperatures below 68°F (20°C) the solution may gel: hght flocculation or the formation of 4 tight
sediment may also occur. There is no impact on product performance ot dosing using the synnge provided. Allow 1o warm to room temperature 77°F
(25°C) 1o reverse these changes.

Rx only

SANGSTAT

Manulsctured by: Manufactured for: REV: SEPT. 1998
Eli Lilly and Company. SangStal Medical Corporation,
Indianapolis. IN 462835 Menlo Park. CA 9402
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Usual Dosage: See pacrage imsert o
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